SYNTHESIS OF 6-ACRYLAMIDO-4-(2-
[
Introduction
The epidermal growth factor receptor (EGFR) is a member of the ErbB family of receptor tyrosine kinases (tk) and is often overexpressed in a variety of tumors. Inhibition of the EGFR-tk is a focal point in therapeutic development and considered to be an important target for cancer therapy. 1 Recently, 6-acrylamido-4-anilino-quinazolines have been developed as a class of therapeutic agents that bind irreversibly to the intracellular ATP binding domain of the EGFR-tk and inhibit downstream cell signaling events. 2, 3 Radiolabeled EGFR-tk probes may be instrumental in understanding tumor biology or as tools for drug development.
Mishani and coworkers [4] [5] [6] [7] have synthesized and evaluated 6-substituted-4-haloanilinoquinazolines labeled with carbon-11 (half-life = 20.4 min) as novel irreversible positron emission tomography (PET) probes for EGFR-tk. These tracers have been explored to overcome the ATP competitive binding that may have interfered with the retention of the carbon-11 labeled reversible probes.
4,7
As a longer-lived alternative to the carbon-11 probes, we report herein the synthesis of 6-acrylamido-4-(2- (4) acylation of the amine with acrylic acid. 8, 9 This strategy may be extended to provide a series of labeled 6-substituted-4-anilinoquinazolines. 
Results and discussion

Standard techniques
Preparative HPLC was performed at room temperature using a Beckman Ultrasphere C-18 5- The mass spectrometry analyses were conducted using a VG ProSpec spectrometer equipped with an electron impact (EI) source operated at 70 eV. 
6-amino-4-(2-[
6-acrylamido-4-(2-[ 18 F]fluoroanilino)quinazoline ([
F]7)
The ethanolic reaction mixture containing [ 
6-amino-4-(2-fluoroanilino)quinazoline (6)
A mixture of 6-nitro-4-(2-fluoroanilino)quinazoline, 5, (1.2 g, 4.33 mmol) was stirred in EtOH (7.5 mL) with Fe (1.2 g, 21.5 mmol) and AcOH (2 mL). Upon heating to reflux, additional EtOH (2 mL) and AcOH (0.5 mL) were added and heating was continued for 3 h.
After cooling the mixture to room temperature, the solution was filtered and the residue 
6-acrylamido-4-(2-fluoroanilino)quinazoline (7)
Acrylic acid (91 µL, 1.1 mmol) was added dropwise into an ice-cold solution of 6-amino-4-(2-fluoroanilino)quinazoline , 6, (0.127g, 0.5 mmol) in pyridine (0.5 mL) and DMF 
Conclusions
The 
